Chronic Fatigue Syndrome / Myalgic Encephalomyelitis (CFS / MS) is an 30 incapacitating chronic disease that dramatically compromise the life quality. The 31 CFS/ME pathogenesis is multifactorial, and it is believed that immunological, metabolic 32 and environmental factors play a role. It is well documented an increased activity of 33 Human endogenous retroviruses (HERVs) from different families in autoimmune and 34 neurological diseases, making these elements good candidates for biomarkers or even 35 triggers for such diseases. Here the expression of Endogenous retroviruses K and W 36 (HERV-K and HERV-W) was determined in blood from moderately and severely 37 affected ME/CFS patients. HERV-K was overexpressed only in moderately affected 38 individuals and HERV-W showed no difference. This is the first report about HERV-K 39 differential expression in moderate ME/CFS. 40 41 42 43 44 45 46 47 48 49 3 50 157
Introduction 51
Myalgic Encephalomyelitis/ Chronic Fatigue Syndrome (ME/CFS) is a chronic and 52 debilitating disease with unknown etiology [1] . Affected individuals have compromised 53 motor and cognitive capacities. There is a wide variation in the symptoms of this 54 disease, which include joint pains, mood disturbance, and malaise and worsening of 55 symptoms following minimal physical or mental exertion. More severe symptoms can 56 be also present including extreme exhaustion, severe joint pains with no apparent cause, 57 non-restorative sleep and a range of immune and neurological symptoms. These 58 symptoms may lead to depression and social isolation in the person with ME/CFS [1] . 59 The pathophysiology of the ME/CFS is not understood and there is no diagnostic 60 biomarker available. There is still controversy over the etiology of the disease; however, 61 it is widely accepted that several immunological alterations are present in ME/CFS 62 patients [2] . In addition, accumulated evidence for an association of ME/CFS with viral 63 infections also exists and many patients report the onset of their symptoms during or 64 right after a flu-like illness [3] . Thereafter, an unusual autoimmune response against the 65 infection would be responsible for the perpetuation of the ME/CFS symptoms. Viral 66 participation is finally supported by the evidences of clinical benefit of patients treated 67 with valganciclovir [4] . Unfortunately, the absence of large cohort studies that 68 investigate at the molecular level the participation of infectious agents on the ME/CFS 69 pathogenesis impairs our understanding of this disease. with Isopropanol 100% and washed with 75% Ethanol. In both steps the material was 111 centrifuged at 15,000 RPM for 10 minutes at 4 °C. After this process, the pellets were 112 dried at room temperature for 10 minutes, and the RNA was eluted in 45µl of Nuclease- PCRs were performed for the HERV-W, -K and the endogenous gene using the primers 120 and conditions used previously by Nali et al [12] using the Sybr Green method. The 121 primers used are described in Table 1 . 
Results
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General description of individuals included in the study is described in Infection has often been considered as a trigger to ME/CFS. Many patients report that 199 the fatigue began during or short after an episode of infectious disease. A number of 200 pathogens including viruses have been associated with this disease [3] . And, due to its 201 life long persistence and broad cell tropism, the herpesviridae family, particularly HHV-202 6 has been considered to be a possible trigger for ME/CFS for many, even though such 203 relationship has not been consistent [3, 9] In conclusion, this is the first report that demonstrates increased expression of an 233 endogenous retrovirus in the blood of individuals with moderate ME/CFS. While the 234 increased expression of these retroelements can't be directly associated to the ME/CFS 235 pathogeny, the observation of this phenomenon cannot be ignored. 
